Introduction
The oxygen-dependent prolyl hydroxylases, the Eglns (Egln1-3), were originally characterized as the family of enzymes that hydroxylate prolines with LXYLAP motifs in the oxygen-dependent degradation domains (ODDD) within the alpha subunits of the hypoxia-inducible transcription factor (HIF) (Epstein et al., 2001) . The Eglns, similar to the collagen prolyl hydroxylases, utilize molecular oxygen, 2-oxoglutarate, Fe(II), and ascorbate for the hydroxylation reaction (Kaelin, 2005; Fong and Takeda, 2008) . The obligate dependence on O 2 level for Egln function defines these enzymes as oxygen sensors. They are responsible for regulation of cell function during hypoxia through the control of HIF levels. This control is achieved by permitting ubiquitylation of the HIF alpha subunits by the von Hippel-Lindau tumor suppressor complex (Ivan et al., 2001; Jaakkola et al., 2001; Appelhoff et al., 2004) . The dependence on 2-oxoglutarate couples the activity of the prolyl hydroxylases with the Krebs cycle and cellular metabolic activity; and with the Krebs cycle intermediates, fumarate and succinate, which act as powerful competitive inhibitors of oxoglutarate. Hydroxylation of HIF-a prolines is also sensitive to reactive oxygen species (ROS), which can oxidize Fe(II), oxoglutarate, and ascorbate or have a direct oxidizing effect on the Eglns (Burnelle et al., 2005; Gerald et al., 2004) .
All three Eglns have been shown to exercise hydroxylating activity towards HIF-as under some conditions, with Egln1, which is directly responsible for hydroxylation and subsequent pVHL-dependent ubiquitylation and degradation during normoxia, having the strongest activity (Berra et al., 2003) . Egln3 seems to be able to mediate some hydroxylation of HIF-as during hypoxia, thus limiting hypoxic accumulation of HIF (Nakayama et al., 2004) . The role of Egln2 in regulation of HIFs is somewhat less
